OMB INFORMATION COLLECTION
SUPPORTING STATEMENT

Eligibility Determination for Donors of Human Cells, Tissues, and Cdlular and Tissue-based
Products (HCT/Ps)
FINAL RULE
0910-0543

JUSTIFICATION

1. Circumstances Which Make this Information Collection Necessary

The Food and Drug Adminigtration (FDA) is requesting Office of Management and Budget
(OMB) approvd of the information collection requirementsin the find rule (Attachment A).
The information collection requirementsin 21 CFR Part 1271 are:

1271.3(n) Reporting Requires a documented
dialogue about the donor’s
medica higory and relevant
socid behavior, which would
increase the donor’ s relevant

communicable disease risk.
1271.47(a) and Recordkeeping Requiresthe HCT/P
1271.85(b)(2) establishment to establish and

maintain proceduresfor dl

steps that are performed in
determining digibility,
including the use of a product
from adonor testing positive
for CMV.

1271.47(d) Recordkeeping Requiresthe HCT/P
establishment to record any
deviation from the procedures.

1271.55(d)(4) Recordkeeping Requiresthe HCT/P
establishment to retain records
pertaining to HCT/Psfor 10
years.

1271.50(a) Recordkeeping Requires documentation of
donor digibility determination
by aresponsible person.

1271.55(aQ) Reporting Requires documentation of
donor digibility determination
to accompany HCT/Ps.
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1271.55(d)(1)

Recordkeeping

Requiresthe HCT/P
establishment to maintain
records of donor digibility
determination.

1271.55(d)(2)

Recordkeeping

Requiresthe HCT/P
edtablishment to retain the
origind record and the
datement of authenticity from
the trandator if any
information on the donor is
not in English.

1271.60(C)

Reporting

When an HCT/Pisshipped in
quarantine before completion
of screening and testing, the
donor identificetion, a
satement that the donor’s
digibility determinetion is not
completed and that the HCT/P
is not to be used until the
determination is made, must
accompany the HCT/P.

1271.60(0)(3) and
1271.65(b)(3)

Recordkeeping

When HCT/P from a donor
whose digibility
determination is not complete
isused in an urgent medica
need, requires the HCT/P
establishment to document
notification of the physician
that the testing and screening
are not complete,

Because of their nature as derivatives of the human body, dl HCT/Ps pose a potentid risk of
transmitting communicable diseases. For example, human immunodeficiency virus (HIV),
hepatitis B virus (HBV), and hepatitis C virus (HCV) have been detected in human tissue,
induding bone, skin, corneas, and semen. In proposing to establish a unified regulatory
approach for HCT/Ps, the agency is responding to the concern about communicable disease
transmission that is common to al such products.

FDA is promulgating these regulations soldly under the authority of section 361 of the Public
Hedlth Service Act (PHS Act) (Attachment B). Under that section, FDA may make and enforce
regulations necessary to prevent the introduction, transmission, or spread of communicable

diseases from one State or possession into any other State or possession, or from foreign
countriesinto the States or possessons.
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2. How, By Whom, and the Purpose for Collecting This Information

FDA istaking this action to provide more appropriate oversight for the wide spectrum of
HCT/Ps that are marketed now or may be marketed in the future. FDA'’ s action would improve
protection of the public heath and increase public confidence in new technologies, while
permitting significant innovation and keegping regulatory burden a a minimum.

Documentation of donor digibility determination providesto the user that dl of the donor's
medica higtory and socid behavior were reviewed for high risk for or clinical evidence of
communicable diseases, and that dl of the required testing was completed. Each distributed
HCT/P must have the following accompanying documentation: a distinct identification code; a
statement, based on the screening and testing results, that the donor is determined to be digible
or indigible; and a summary of the records used to determine digibility. The summary of
records must contain a statement that the testing was performed by a CLIA certified |aboratory
or by alaboratory that has met equivaent requirements as determined by the Centers for
Medicare and Medicaid Services, aliging and interpretation of the results of al communicable
disease tests performed; the name and address of the establishment determining the digibility of
the donor; and, in the case of an HCT/P from a donor determined to beindligible based on
screening and released for use under 8 1271.65(b), a statement noting the reason for the
indigible determination.

Other reporting and recordkeeping requirementsin 21 CFR part 1271 are designed to fully
disclose the screening and testing results to the user when using products from donors who are
determined to be indigible or whose digibility has not yet been determined in an urgent medicd
need. The digtributing establishment is dso to document that the HCT/P establishment notified
the physician that the screening and testing are not completed.

HCT/P establishments are required to maintain records for aminimum of 10 years. Certain
HCT/Ps have long storage periods and advancesin medical diagnosis and thergpy adso have
created opportunities for disease prevention or trestment many years after arecipient’s exposure
to adonor later determined to be at risk for communicable disease agents or diseases.

3. Use of Information Technology to Reduce Burden on the Public

Advanced methods of recordkeeping, (e.9., by an eectronic method, have improved the ability of
HCT/P establishments to more easly maintain and retrieve records of donor digibility
determinations. FDA isnot aware of any other improved technology to reduce the burden.

4. |dentification and Use of Duplicate Information

The agency has carefully created this regulatory framework for HCT/Ps that are not currently
regulated by the agency to avoid unnecessary duplication of information collection. To avoid
duplication, FDA isissuing technica amendmentsto 21 CFR parts 210, 211, and 820. These
amendments gate that in the event of a conflict between applicable regulationsin parts 210, 211,
and 820 and the regulations in part 1271, the regulation specificaly gpplicable to the product in
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guestion must supersede the more generd.

5. FDA'’s Efforts to Reduce Burden on Small Business

Although FDA must gpply the statutory and regulatory requirements equaly to al enterprises,

the agency does provide specid help to smal busnesses. CBER's Office of Communication,
Training and Manufacturers Assstance, provides assistance to smal businesses subject to FDA'’s
regulatory requirements.

6. Impact of Not Collecting This Information or Collecting Information Less Freguently

Less frequent collection of information or other methods of reducing the frequency of
information would not provide the information needed to prevent the transmission of
communicable diseases by HCT/Ps. The documentation of donor digibility, the summary of
records, and the information provided to physicians on the donor’ s digibility when aproduct is
used in an urgent medica need is the minimum necessary to keep the industry informed of the
eigibility of each and every donor of HCT/Ps.

There are no technicd or legd obstacles to reducing the burden.

7. Specid Circumstances That Occur When Collecting This Information

The reporting burden under 21 CFR Part 1271, subpart C requires respondents to provide
information more often than quarterly, i.e, for each individua HCT/P. Thisinformation
includes an identification code number, which protects patient/donor confidentia information.

8. |dentification of OQutsde FDA Sources

As required by section 3506(c)(2)(B) of the Paperwork Reduction Act of 1995 (PRA), FDA
provided an opportunity for public comment on the information collection requirements of the
proposed rule (64 FR 52696 at 52715, September 30, 1999). Under the PRA, OMB reserved
gpprova of the information collection burden in the proposed rule sating they will make an
assessment in light of public comments received on the proposed rule. One letter of comment on
the information collection requirements was submitted to the docket.

The comment gated that, dthough FDA invites comments on whether the proposed collection of
information is necessary for the proper performance of FDA' s functions, including whether the
information will have practicd utility, there are no data supporting any practicd utility of the
information collection, and that the estimated burden of the proposed collection of information is
extremey low compared to the actual cost.

The reporting and recordkeeping information collection burdens are necessary to help ensure that
the objective of the regulations, i.e., to prevent the transmission of communicable disease, is
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fulfilled. These burdensdlow FDA to monitor the compliance of HCT/P establishments with
the regulations, which provide information to the consignee or user of the product that the donor
of the product was adequately and appropriately screened and tested for evidence of specific
disease agents.

The data in the proposed rule is not for the purpose of supporting the practicd utility of the
information collection, but for demongtrating how the burdenis calculated. Although the
comment states that the caculated burden is low, the comment did not offer additiondl datain
support of the comment.

9. Payment or Gifts Offered to Respondents

No payment or gift was provided to respondents.

10. Method of Ensuring Respondent Confidentidity

The confidentidity of information received by FDA under the find ruleis conagtent with the
Freedom of Information Act and the agency’ s regulations under 21 CFR Part 20. HCT/P
edtablishments screening and testing human donors of cells and tissues are not required to reved
any proprietary information or trade secrets to achieve compliance with the fina rule.

11. Use of Sendtive Quedions

Questions of a sendtive nature, such as high-risk behavior related to the trangmisson of human
immunodeficiency virus (HIV) and hepdtitis, and other maiters that are commonly considered
private must be asked by the HCT/P establishments as part of the donor medical history
evaduaion. The answers to these questions help determine the digibility of adonor, eg., whether
the donor was exposed to a communicable disease by participating in certain activities that are
known to transmit communicable diseases. Donors not meeting certain criteriawould be
determined indligible to donate. Thisinformation is necessary to prevent the tranamission of
relevant communicable diseases and to protect the public health. Such information would
remain confidentia by assgning a digtinct identification code to the donor instead of usng a
name. FDA may review such information during an ingpection.

12. Burden Hours and Costs Associated With This Information Collection

The estimated annud reporting and recordkeeping burden for this information collectionis
866,240 hours.

Based on updated information from FDA' s regigtration data and trade organizations, FDA has
estimated the following burden. When an estimate was not available for the annud frequency of

either responses or records, we divided the estimated total annua responses or records with the
gpplicable number of respondents or recordkegpers.  Totd hours are caculated by multiplying
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the total annual responses or records by the hours spent per response or record.

Edimated Annua Reporting Burden

21 CFR No. of Annud Totd Annud Hours per Totd Hours
Section Respondents Frequency Responses Response
per Response
1271.3(n) 1,302 60 78,136 1.0 78,136.0
1271.55(a) 1,235 787 972,417 0.5 486,208.5
1271.60(c) 1,069 208 222,417 0.5 111,208.5
Tota 675,553.0
Edtimated Annua Recordkeeping Burden
21 CFR No. of Annud Tota Annud Hours per Totd
Section Recordkeepers | Frequency per Records Record Hours
Recordkeeping
One-time 510 5 2,550 16 40,800
Burden
(Crestion of
SOPs)
1271.47(4) and
1271.85
(b)(2)
One-time 792 5 3,960 8 31,680
Burden
(Review of
exising SOPs
for
compliance)
SOP Update 1,302 5 6,510 2 13,020
1271.47(d) 1,102 1 1,102 1 1,102
1271.55(d)(4) | 195 1 195 120 23,400
1271.50(q) 510 9 4,640 5 23,200
1271.55(d)(1) | 329 162.85 53,579 1 53,579
1271.55(d)(2) | 1,302 1 1,302 1 1,302
1271.60(d)(3) | 1,302 1 1,302 2 2,604
and
1271.65(b)(3)
Totd
190,687
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In estimating the burden, we compared the regulations with the current voluntary standards of a
number of industry organizations, such as, the American Association of Tissue Banks, Eye Bank
Association of America, American Association of Blood Banks, Foundation for the
Accreditation of Cdlular Therapy, National Marrow Donor Program, and College of American
Peathologists, and the guidelines provided by American Society of Reproductive Medicine. In
those cases where a voluntary industry standard appears to be equivaent to aregulation, we
assumed that any reporting or recordkeeping burden is a customary and usua business practice
of HCT/P establishments who are members of those organizations and no additional burdenis
caculated here.

Under 8 1271.3(n), approximately 1,302 establishments (300 conventiona and eye tissue
establishments, 425 periphera and cord blood stem cell establishments, 510 reproductive tissue
establishments, and 67 manufacturers of products regulated under the Federd Food, Drug, and
Cosmetics Act and section 351 of the PHS Act) are required to have a documented medical
higtory interview about the donor’s medica history and rlevant socia behavior as part of the
donor’s relevant medical records for each of the estimated 78,136 donors (approximately 20,000
conventional tissue donors, 47,796 eye tissue donors, 5,700 peripherd and cord blood stem cell
donors, and 4,640 reproductive cell and tissue donors). We estimate that the time to conduct the
interview with the donor, if living, or with an individud able to provide the information sought

in the interview is one hour.

Under §1271.55(a), 972,417 HCT/Ps (approximately 750,000 conventiond tissues, 94,186 eye
tissues, 6,031 stem cdlls, and 122,200 reproductive cells and tissues) are distributed per year. The
agency estimates that for each HCT/P, 1,235 establishments will expend gpproximately 0.5 hours
to prepare the summary of records. Conventiona and eye tissue establishment are currently
required to provide a summary of records under 8 1270.33(d), which § 1271.55 replaces.

Under 8 1271.60(c), arecord congsting of donor identification and a statement that the donor-
digibility determination is not completed and that the HCT/P is not to be used until the
determination is completed, must accompany each HCT/P shipped under quarantine. We
estimate that gpproximately 1,069 establishments may ship an estimated 222,417 HCT/P under
guarantine and that the preparation of the record would take approximately 0.5 hours.

We assume that approximately 510 reproductive HCT/P establishments would create 5 SOPs
under 88 1271.47(a) and 1271.85(b)(2) for atota of 2,550 records, and we estimate that it would
take 16 hours per new SOP for atotal of 40,800 hours as a one-time burden. We estimate that up
to 5 SOPswould aready exist for 792 HCT/P establishments as aresult of complying with

current gpplicable regulations or following industry organizational standards, and that it would

take each establishment gpproximately 8 hours per SOP to complete the review for compliance
with the requirements for atotal of 31,600 hours as a one-time burden.

Once the SOPs are created, annua SOP maintenance of existing SOPs is estimated to involve 2
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hours annualy per SOP for dl HCT/P establishments. Annud tota hours for maintaining the
SOPsis estimated at 13,020.

Under § 1271.47(d), an estimated 1,102 HCT/P establishments would take approximately one
hour to annudly document one deviation from an SOP.

Under § 1271.55(d)(4), we estimate that 195 HCT/P establishments not currently following
exigting industry standards will expend 120 hours (10 hours per month) annudly to maintain
records for 10 years.

Under § 1271.50(a), documentation of donor digibility is required for the first time for
gpproximately 510 reproductive tissue establishments. Out of atota of 1,302 establishments of
HCT/Ps, there would be no added burden for approximately 792 other establishments who
document donor eligibility as usua and customary business practice under the trade organization
gandards. FDA estimates that § 1271.50(a) would impose anew collection of information
requirement on 510 establishments of reproductive HCT/Ps, each of which would document the
eligibility of an estimated 9 donors per year, or 4,640 donors, expending gpproximately 5 hours
per document.

Approximatdy 329 HCT/P establishments would maintain screening and testing records under 8
1271.55(d)(1) for an estimated 53,579 donors, which would take approximately one hour per
donor.

For documents origindly not in English, gpproximately 1,302 HCT/P establishments would
maintain arecord of trandation with an authenticity statement by the trandator and the origind
documents. We estimate that it would take one hour for each establishment to maintain one such
document annualy.

Under § 1271.60(d)(3) and 1271.65(b)(3), when an HCT/P that is unsuitable or not fully
screened or tested is used, approximately 1,302 establishments of HCT/Ps are required to
document the reason for using the product, and notice of the results of testing and screening to
the physician. The agency estimates that such documentation would occur approximeately once
annualy per establishments and that each establishment would expend gpproximatdy 2.0 hours
to create such document.

Under section 1320.3(c)(2) of the PRA the labeling requirementsin proposed § § 1271.60(d)(2),
1271.65(b)(2), 1271.65(c)(1) and (2), 1271.80(b)(1), (2), and (3) do not condtitute collection of
information because information required to be on the labding is origindly supplied by FDA to
the establishments for the purpose of disclosure to the public to help ensure a safe supply of
HCT/Ps and protect public hedlth.

The reporting of screening and testing results to the physician in § 1271.60(d)(4) does not
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condtitute collection of information burden because it is caculated under the requirement for §
1271.55(a).

In the supporting statement submitted for the proposed rule, we included the information
collection burden for registration and listing requirements under 88 207.20, 807.20, and 1271.10.
These requirements are currently gpproved under OMB number 0910-0469 and, therefore, are
not included in this estimate.

In the proposed rule, we underestimated the number of respondents. Based on updated
information from FDA'’s registration data and trade organizations, we have revised our estimate
of establishments to gpproximately 1,302.

We a so have adjusted our estimates for the number of HCT/Ps annualy produced based on
updated information from industry provided to us a the time we prepared the find rule.

Our burden estimates for the annua frequency per response and average hours per response are
based on indtitutiona experience with comparable reporting and recordkesping provisions for
biologica products. Also, we are adding a reporting burden estimate for § 1271.3(n) and a
recordkeeping burden estimate for 8§ 1271.47 that were not included in the proposed rule.

13. Annua Cog Estimate to Respondents

There are no capitd and start-up, and operation maintenance and purchase costs associated with
the callection of information requirements.

Costs to Respondents
Activity No. Of Hours Cost per Hour Totd Cost
Reporting 675,553 $28 $18,915,484
Recordkeeping 85,500/105,187 $40/$28 $6,365,236
Tota $25,280,720

The annua cost to respondents is estimated at $25,280, 720 based on the following information.
An establishment’ s supervisor a $40/hour will expend approximately 85,500 hours to creste,
review, or update SOPs. A medica technician, a an hourly wage of $28.00/hour, would be
responsible for the other reporting and recordkeeping requirements [190,687 - 85,500 =
105,187] [105,187 + 675,553]. The sdary estimate includes benefits but no overhead cost.

14. Annual Cost Edimate to FDA

The total estimated annua cost to the Federd Government is $1,304,746.90. Thisfigureis based
on the costs for ingpections of establishments. (The cost for regidiration start-up and operation
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are described in OMB # 0910-0469.)

There are gpproximately 725 establishments (300 conventiona HCT/P establishments and 425
periphera and cord blood stem cdll establishments) that would be inspected on a biennia bass.
Therefore, it is estimated that approximately half (362 establishments) would be inspected
annually at an estimated annualized cost to the Federd Government of $1,200,942.20. This
estimate is based on approximately 69 hours for each ingpection performed by an FTE at apay
rate of $48.08 per hour (average FTE sdary of $100,000 from the ORA work plan model). This
cost includes ingpection of an establishment, review of its records and the establishment

ingpection report write-up.

There are gpproximately 510 reproductive HCT/P establishments that would be inspected for
compliance with the donor digibility requirements every 4 years. Therefore, it is estimated that
approximately one-fourth (127 establishments) would be ingpected annudly at an estimated
annualized cogt to the Federal Government of $103,804.72. This estimate is based on
goproximately 17 hours for each ingpection.

Inspections are dready occurring for the 67 manufacturers of HCT/Ps regulated under the act
and section 351 of the PHS Act.

15. Changes from Previous Approvd

Changes in burden are not gpplicable asthisisthe first submission of thefina rule and isanew
collection.

16. Publishing the Results of This Information Collection

There are no tabulated results to publish for this information collection.

17. Reason for Not Displaying the OMB Approva Date

FDA is not seeking approva to exempt the display of the expiration date of the OMB agpproval.

18. Explanations to Section 19, “ Certification for Paperwork Reduction Act Submissons’

There are no exceptions to Item 19 of OMB Form 83-1.



